*To the Editor*:

We read with great interest the study entitled "Balanced Crystalloids versus Saline in Sepsis: A Secondary Analysis of the SMART Clinical Trial" ([@bib1]). This study shows an increase in mortality in patients with sepsis receiving saline compared with balanced crystalloids. An increase in major adverse kidney events within 30 days (MAKE30) has already been found in a subgroup analysis of patients with sepsis ([@bib2], [@bib3]).

However, we have some remarks to make. This study was not planned in the SMART (Isotonic Solutions and Major Adverse Renal Events Trial) study protocol. The primary outcome of this study was death from any cause in patients with sepsis in the medical ICU. Moreover, the clinical trial number cited by the authors (NCT02444988) corresponds to "Isotonic Solutions and Major Adverse Renal Events Trial in the Medical Intensive Care Unit (SMART-MED)," in which the primary outcome measure was MAKE30 in all medical ICU patients, not only in patients with sepsis; 30-day in-hospital mortality was a secondary outcome.

Some patients received nonassigned intravenous fluids before or after enrollment, and the volume of crystalloids administered was higher in the balanced crystalloids group at Days 3 and 7, as previously found in another study ([@bib4]). The amount of saline seems to be associated with an increase in MAKE30, particularly in patients with sepsis ([@bib2], [@bib3]). In animal studies, chloride-containing solutions led to renal vasoconstriction and a decrease in the glomerular filtration rate. In their analysis, did the authors take into account the amount of crystalloids (particularly saline) received before ICU admission in both groups? Did the authors find a relationship between the volume of chloride or saline administered and the incidence of kidney injuries, as suggested in different studies ([@bib2], [@bib4])?

Several vasopressors were administered to the patients and converted to norepinephrine equivalents. However, these drugs are not strictly equivalent, particularly with regard to inotropism, heart rate, severe arrhythmias, and perhaps lactate concentration ([@bib5], [@bib6]). Did the patients in both groups receive the same vasopressors?

We congratulate the authors for this interesting study, which provides important information about crystalloids in sepsis. These results should be confirmed by a randomized study.
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